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AMENDMENT 

IN THE CLAIMS 

The listing of the claims which follows replaces any and all prior versions and/or listings 
of the claims in the application. 

1 . (currently amended) A compound according to claim 20, which is a 
compound of Formula II, or a pharmaceutically acceptable salt thereof: 




wherein: 



bond " " in th e ring is a singl e bond or a doubl e bond; 

■ 

Xl and X2 are each independently: 

(1) -H, 

(2) -Ci- 6 alkyl, 

(3) OH 

0)<4)-0-Ci- 6 alkyl, 

{4)<S) -Ci-6haloalkyl, 

{51 {6) -0-Ci-6haloalkyl, 

{6} (7) halogen, 

HI (8) -cn, 

{8} (9) -N(Ra)Rb 



mm 


-C(=0)N(Ra)Rb 


(10). (H) 


-SRa 


(11)<424 


-S(0)Ra 


(12) (W) 


iS02R a , 


(13){W) 


-N(Ra)S02R b , 


(H)(^) 


-N(Ra)S02N(Ra)Rb, 


(15) W 


-N(Ra)C(=0)Rb 


(16) (W) 


-N(Ra)C(=0)-C(-0)N(Ra)Rb, 


(i7) (m 


-HetA, 


mm 


-C(=0)-HetA, or 


(19)00) 


HetB; 



* 
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wherein each HetA is independently a C4-5 azacycloalkyl or a C3.4 

diazacycloalkyl, either of which is optionally substituted with 1 or 2 substituents 
each of which is independently oxo or Ci_6 alkyl; and with the proviso that when 

HetA is attached to the rest of the compound via the -C(=0)- moiety, the HetA is 
attached to the -C(=0)- via a ring N atom; and 

each HetB is independently a 5- or 6-membered heteroaromatic ring 
containing from 1 to 4 heteroatoms independently selected from N, O and S, 
wherein the heteroaromatic ring is optionally substituted with from 1 to 4 
substituents each of which is independently halogen, -Ci-6 alkyl, -Ci-6 haloalkyl, 

-O-Ci-6 alkyl, -O-Ci-6 haloalkyl, or hydroxy; 

or alt e rnativ e ly and ar e r e spectiv e ly located on adjac e nt carbons in th e ph e nyl ring and 
togeth e r form m e thyl e n e dioxy or e thyl e n e dioxy; 

« Ht 

& Q^^Skfr 

(4) G4- 6 haloalkyl, 

{§) Q-G±-6 haloalkyl, or 

(6) halog e n; 

R4is: 

(1) -Gi-frdtefc 
<2) -C02Ra 

(2) (3) -C(=0)N(Ra)Rb, 

£3} <4) -C(=0)-N(Ra)-(CH2)2-3-ORb, 

£4} -N(Ra)C(=0)Rb, 
(5} (6) -N(Ra)S02Rb 

f?) eyoloalkyl, which is optionally substitut e d with from 1 to 1 substitu e nts 

e ach of which is ind e p e ndently halog e n, Cj - 6 alkyl, CF^, O C4 - 6 alkyl, or 

(6) (8) -HetK, 

(7} (9) -C(=0)-HetK, 

(W) C(-0)N(R^) HotK, 



» 



USSN 1 0/587,682 (2151 5 YP) PAGE 4 

AMENDMENT 

(±4} C(-0)N(Rft) (CH2 )Q-£-(€»- 6 cycloalkyl), wherein the cycloalkyl is optionally 

substitut e d with from 1 to <\ substituonts e ach of which is independ e ntly halogen, 
■€j_ ^ alkyl, CF^, O Cj-_£ alkyl, or OCF^ ref 

(8) -C(=O)N(Ra)-(CH9 )0- l-(C^ -6 cycloalkyl), wherein the cycloalkyl is optionally 

substituted with from 1 to 4 substituents each of which is independently halogen, 
-Cu6 alkyl -CF^ -O-C u* alkvl or -OCF or 

(9) (43) -C(=0)N(Ra)-CH2-phenyl, wherein the phenyl is optionally substituted 

with from 1 to 4 substituents each of which is independently -Ci-6 alkyl, -O-Ci-6 
alkyl, -CF3, -OCF3, or halogen; 

Hetfej 

(±4) C(-0)N(R^)RV ef 

— halogen; 

wherein HetK is a 5- or 6-membered saturated heterocyclic ring containing 
a total of from 1 to 4 heteroatoms independently selected from 1 to 4 N atoms, 
from 0 to 2 O atoms, and from 0 to 2 S atoms, wherein the heterocyclic ring is 

optionally substituted with -(*)- from 1 to 4 substituents each of which is 
independently -C] -6 alkyl r or oxo; oxo, halog e n, C(~0)N(R^)R^ 
C(-0)C(-0)N(Ra )R b C(-0)R*, COa R^-SOaR ft, or SO£ N(Ra)R fe and (ii) 
from z e ro to 1 cycloalkyl; and with the proviso that when HetK is attached 

to the rest of the compound via the -C(=0)- moiety, the HetK is attached to the 

-C(=0)- via a ring N atom; 

wh e r e in H e tL is a 5 or 6 m e mb e r e d h e t e roaromatic ring containing from 

1 to A h e teroatoms ind e p e nd e ntly s e l e cted from N, O and S, wh e r e in the 

het e roaromatic ring is optionally substitut e d with from 1 to 1 substitu e nts e ach of 
which is ind e p e nd e ntly C4- 6 alkyl or OH; 

R5 is: 

(1) -H, 

(2) -C 1.6 alkyl, 

(3) -C3-6 cycloalkyl, 

(4) -(CH2)l -2-C3-6 cycloalkyl, or 

(5) -CH2-phenyl^_ wh e rein th e ph e nyl is optionally substitut e d with from 1 to 4 
substitu e nts e ach of which is ind e p e d e ntly halog e n, G j-6 alkyl, haloalkyl, 
-Q-G4- 6 alkyl, or O C±-& haloalkyl, 

(6) (€Ha)4- 2 HotD, wh e rein H e tD is a A to 7 m e mb e r e d saturat e d het e rocyclic ring 

containing from 1 to 2 h e t e roatoms ind e pendently s e l e ct e d from 1 to 2 N atoms, 
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from zoro to 1 O atom and from zoro to 1 S atom, whoroin th e h e terocyclic ring is 

attached to th e rest of th e mol e cul e via a ring N atom, and th e h e t e rocyclic ring is 

optionally substituted with from 1 to 1 substitu e nts e ach of which io ind e p e ndently 
alkyl, C4 - 6 haloalkyl, O Q - 6 alkyl, O C± - £ haloalkyl, oxo, 

C(-0)N(Ra )R b C(-0)R*, CO^ Rar-SQ^R * or SO£ N(Ra)Rk 

£?) ph e nyl which is optionally substitut e d with from 1 to 1 substitu e nts e ach of which 

is independently C±-$ alkyl, O C± - % alkyl, Cj - £ haloalkyl, O C±-£ haloalkyl, 

OH, halogen, CN, NOa, C(-0)Rft, CO^ R^-SOaR *, N(R*)C(-0) 
haloalkyl, N(R*)C(-0)Rk N(Rft)C(-0)N(R*)Rk, N(Rft)COa Rk- 
N(Rft)SOa R ^, C(-0)N(R<*)R* or SO£N ( Rd ) Re , 

(8) a 5 or 6 memb e r e d h e t e roaromatic ring containing from 1 to 4 h e teroatoms 

ind e p e nd e ntly s e l e ct e d from N, O and S, whoroin th e hetoroaromatic ring is 

optionally substitut e d with from 1 to 4 substitu e nts e ach of which is ind e p e nd e ntly 
-G±-6 alkyl, haloalkyl, O C j- 6 alkyl, O Cj-6 haloalkyl, or OH, 

(9) Gi_ 6 alkyl substitut e d with O Q - 6 alkyl, CN, N(R*)Rk, C(-0)N(Rft)Rk 

C(-0)Rft, COa R^SOaft ft, or SOa N^R^bref 

(4-0) 64- 6 haloalkyl; 

each Ra is independently H or Ci-6 alkyl; and 
each Rb is independently H or Ci-6 alkyl^-7 

R^4s-€4 ^ haloalkyl or Q - ^ alkyl substituted with COg R * SOa RV-^^N^R^Vef 

J. 1 \ A V /IV j U11U 

each Rd and R* ar e ind e p e nd e ntly H or Cj - £ alkyl, or tog e th e r with th e N atom to which th e y ar e 

attach e d form a 4 to 7 m e mb e r e d saturat e d h e t e rocyclic ring optionally containing a h e t e roatom 
in addition to th e nitrog e n attach e d to R^ and R* sel e ct e d from N, O, and S, wh e r e in the S is 
optionally oxidiz e d to S(O) or S(0)2, and wh e r e in th e saturat e d het e rocyclic ring is optionally 
substitut e d with from 1 to A substitu e nts e ach of which is ind e p e nd e ntly halogen, CN, 
alkyl, OH, oxo, O Cj -^-^kytr-C^ haloalkyl, C(-0)Rft CO ^Rar-SQ^R * or SQgN(Ra)Rb T 

2. (currently amended) The compound according to claim 1 , or a 
pharmaceutical^ acceptable salt thereof, wherein: 
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Xl and X2 are each independently: 

(1) -H, 

(2) -Ci-4 alkyl, 

(3) -Ci-4haloalkyl, 

(4) -OH, 

£S) O-C 1-4 alkyl, 

£5) (6) halogen, 

£6) & -CN, 

£7) £8) -C(=0)NH 2 , 

£8) £9) -C(=0)NH(-Ci. 4 alkyl), 

£9} £44) -C(=0)N(-C i .4 alkyl)2, or 

£iO)fW) -S02-C 1-4 alkyl; 

or alt e rnativ e ly X^ and ar e r e sp e ctively locat e d on adjac e nt carbons in th e ph e nyl ring and 
tog e th e r form m e thyl e n e dioxy or e thyl e n e dioxy; 

X 3 is H, halog e n, C4 - 4 alkyl, or O C4 - 4 alkyl; 
R4is: 

(1) 

£2) C0 2 H, 

£2} £34 -C(=0)-0-C 1-4 alkyl, 
£3} £4) -C(=0)NH 2 , 
(4) -C(=0)NH-C u4 alkvl 
£5) C(~0)NH C4 -5-a4ky4, 

£5}£6)-C(=0)N(Ci. 4 alkyl)2, 

£6} £7) -C(=0)-NH-£CH2)2-3-0-Ci- 4 alkyl, 

£7) £8) -C(=0)-N(Ci- 4 alkyl)-(CH 2 )2-3-0-Ci-4 alkyl, 

£8} £9) -NHC(=0)-Ci_4 alkyl, 

£9} £445) -N(C 1 .4 alkyl)C(=0)-C 1 .4 alkyl, 

(10) £444 -NHSO2-C1-4 alkyl, 

£1_Q (+3) -N(Ci-4 alkyl)S02-Ci-4 alkyl, 
£44) cycloalkyl, 

£44) H e tK wh o roin HotK is: 
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o- o - o - o o_* 

r^o r^NH 



xCH 3 



O ~ - O ~ - O v 

rv CH3 n n n n 

— O - O ° - O ^-65- O ° 



wh e r e in th e ast e risk * d e not e s th e point of attachm e nt to th e r e st of th e compound, 

(12) (15) -C(=0)-HetK, wherein HetK is: 

F 



.n^J .n^J .n^J 





ret 




N .C(0)C(0)N(CH 3 ) 2 

Tn~P 

*^ wherein the asterisk * denotes the point of attachment 

to the rest of the compound, 
(±6) C(~0)NH HotK or C(-0)N(C ]- 4 alkyl) HetK, vvhoroin HetK is a saturat e d 

h e t e rocyclic s e l e ct e d from th e group consisting of pyrrolidinyl, pip e ridinyl, 

piperazinyl, morpholinyl, and thiomorpholinyl, wh e r e in th e saturat e d h e t e rocyclic 

is optionally substitut e d with from 1 to 2 substituonts e ach of which is 
ind e p e nd e ntly C4 - 4 alkyl, SO2-G4-4 alkyl, or — SQ^N^G ^ alkyl)^ 

£13} (W) -C(=O)NH-(CH2)0-l-(C3-6 cycloalkyl), 

£14) m -C(=0)N(Ci -4 alkyl)-(CH 2 )0.1 -(C3.6 cycloalkyl), 

(15) (4-9) -C(=0)NH-CH2-phenyl, or wherein th e ph e nyl is optionally substitut e d 

with 1 or 2 substitu e nts e ach of which is ind e p e nd e ntly halog e n, alkyl, 
-€P^-Q-€4- ^ alkyl, or OCF ^ 

(16) (20) -C(=0)N(C 1 -4 alkyl)-CH? -phenyl ; and , wh e r e in th e ph e nyl is optionally 

substituted with 1 or 2 substitu e nts e ach of which is ind e p e nd e ntly halog e n, C4 -4 
alkyl, CF^, O Ci _ 4 alkyl, or OCF^ T 

(24-) H e tL, wher e in H e tL is a h e t e roaromatic ring which is pyrrolyl, thi e nyl, furanyl, 

imidazolyl, oxazolyl, thiazolyl, isoxazolyl, isothiazolyl, pyrazolyl, triazolyl, 
t e trazolyl, oxadiazolyl, pyridinyl, pyrimidinyl, or pyrazinyl, wh e r e in the 
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R5 is: 



hotoroaromatic ring is optionally substituted with from 1 to 4 subotitu e nts e ach of 
which is ind e p e nd e ntly halog e n or Cj -4-alky^ 

(33) C(0)N(H) C-M. haloalkyl, 

(33) C(0)N(Cj _ 4 alkyl) C4 - 4 holoolkyl, 

(34) C(0)N(H) (CH 3)4-3§03-€4-4-aH€yl T 

(35) C(0)N(C4 - 4 alkyl) (CH^ ^SQa^^-a&yl; 

(36) C(0)N(H) (CHa)^N(€4-4-al^4)2T 

(3?) C(0)N(C4 - 4 allcyl) (CH3)4-3N(€4^-alky4)a r 

(38) CI or Br; and 



(1) -H, 

(2) -C 1.4 alkyl, 

(3) -C3-6 cycloalkyl, 

(4) -CH2-C3-6 cycloalkyl, or 

(5) -CH?-Phenvl. 

(§) GH 3 ph e nyl, wh e r e in th e ph e nyl is optionally substitut e d with from 1 to 3 

substitu e nts e ach of which is ind e p e nd e ntly halog e n, C4 - 4 alkyl, CFg., O C4 -4 
alkyl, or OCF^ 

(6) (€H2)4- 3 HotD, whoroin HotD is: 

O r^~NH 





S0 2 N(CH 3 ) 2 






, wh e r e in th e ast e risk * d e not e s th e 

point of attachm e nt to th e r e st of th e compound, 
f?) ph e nyl which is optionally substitut e d with C4 - 4 alkyl, O C4 - 4 alkyl, 

-QGFg. , halogen, CN, NO3, C(~0) C4 - 4 alkyl, C(~0) O C- M-afeyh 

C(0)NH£, C(0)N(H) C4 - 4 alkyl, G(Q)N(Gj -4-^4)3 r -SQ3-€4-4-a4lQ4 ; 

-SQaNHar-SQ 3N(H) C4 - 4 alkyl, S03 N(€-4_4-aikyl) 2, N(H)C(~0) C- M-aiky^ 

-N(€j_4 alkyl)C(-O) C4 - 4 alkyl, N(H)C(~0) CF^-N(€-4-4 alkyl)C(-O) CF^ T 

N(H)C(-0)N(H)C4 - 4 alkyl, N(C4 - 4 alkyl)C(-0)N(H)C4 -4-afeyl T 

N(H)C(-0)hKC4 ^-^k^2r-N(€4 ^alkyl)C(-0)>f(C4 -4-a%l)3 T 

N(H)C(-0) O C4 - 4 alkyl, N(C4 - 4 alkyl)C(-Q) O C-M- alkyl, N(H)SQ 3-Gi_4 



alkyl, >i(C4 - 4 alkyl) S03 -€-4- 4 allcyl, ^ 5-ef 
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wherein ring A is pyrrolidinyl, pip e ridinyl, morpholinyl, thiomorpholinyl, 



or piperazinyl optionally substitut e d on the oth e r ring nitrogen with methyl or 

(&) a 5 or 6 membored h e t e roaromatic ring which is pyrrolyl, thi e nyl, furanyl, 

imidazolyl, oxazolyl, thiazolyl, isoxazolyl, isothiazolyl, pyrazolyl, triazolyl, 

tetrazolyl, pyridinyl, pyrimidinyl, or pyrazinyl, wh e rein th e heteroaromatic ring is 

optionally substituted with from 1 to 2 substitu e nts e ach of which is ind e pendently 
halog e n or Cj - 4alkyl, 

(9) G±-4 alkyl substituted with O C+-4 alkyl, CN, NH^, N(H) C-t-4-atky^ 

^4-4^ikyl) 2, C(0)NH2> C(0)N(H) C4-4 alkyl, C(0)N(C4 ^kyi)^ 
C(-O) C4-4 alkyl, C(-O) O Cj - 4 alkyl, alkyl, SOa NH^ 

■SQ aN(H) C4-4 alkyl, or SO^ N^^-alky^ar^ 

(±0) G4-4 fluoroalkyL 

3. (currently amended) The compound according to claim 1 , or a 
pharmaceutical^ acceptable salt thereof, which is a compound of Formula III: 



R 4 




wherein: 



Xl is: 



(1) 
(2) 

(3) 
(4) 
(5) 



-H, 

bromo, 
chloro, 
fluoro, or 
methoxy; 



X2 is: 



(1) 
(2) 
(3) 
(4) 



bromo, 
chloro, 
fluoro, 



-H, 
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(5) methoxy, 

(6) -Ci- 4 alkyl, 

(7) -CF 3 , 

(8) -OCF 3 , 

(9) -CN, or 

(10) -S02(Ci_4 alkyl); 



R4i 



is: 



(1) -C0 2 H, 

(2) -C(=0)-0-Ci-4 alkyl, 

(3) -C(=0)NH 2 , 

(4) -C(=0)NH-C 1.4 alkyl, 

(5) -C(=0)N(Ci- 4 alkyl)2, 

(6) -C(=0)-NH-(CH2)2-3-0-Ci_4 alkyl, 

(7) -C(=0)-N(Ci .4 alkyl)-(CH 2 )2-3-0-Ci .4 alkyl 

(8) -NHC(=0)-C 1.4 alkyl, 

(9) -N(C 1 -4 alkyl)C(=0)-C 1 .4 alkyl, 

(10) -NHSO2-C 1.4 alkyl, 

(11) -N(Ci-4 alkyl)S02-Ci-4 alkyl, 

(12) -C(=0)-HetK, wherein HetK is: 




o 



★ ^ *^ v *^ ^ * 






J S y .N. .NH 




, or , er 



- wherein the asterisk * denotes the point of attachment to the rest 
of the compound, 

(13) -C(=O)NH-(CH 2 )0-l-(C 3 -6 cycloalkyl), 

( 1 4) -C(=0)N(C 1 -4 alkyl)-(CH2)0- 1 -(C3-6 cycloalkyl), 

(15) -C(=0)NH-CH2-phenyl, or 

( 1 6) -C(=0)N(C 1 -4 alkyl)-CH2-phenyl ; and 



R5 is: 

(1) -H, 

(2) -C 1.4 alkyl, 

(3) cyclopropyl, 

(4) cyclobutyl, 
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(5) -CH2-cyclopropyl, 

(6) -CH2-cyclobutyl, or 

(7) -CH2-phenyl. 



4. (canceled). 

5. (canceled) 

6. (canceled) 

7. (canceled) 

8. (canceled) 

9. (previously presented) A pharmaceutical composition comprising 
an effective amount of a compound according to claim 20, or a pharmaceutically acceptable salt 
thereof, and a pharmaceutically acceptable carrier. 

1 0. (previously presented) A method of inhibiting HIV integrase in a 
subject in need thereof which comprises administering to the subject an effective amount of the 
compound according to claim 20, or a pharmaceutically acceptable salt thereof. 

1 1 . (previously presented) A method for preventing or treating 
infection by HIV or for preventing, treating or delaying the onset of AIDS in a subject in need 
thereof which comprises administering to the subject an effective amount of the compound 
according to claim 20, or a pharmaceutically acceptable salt thereof. 

12. (canceled) 

13. (canceled) 

14. (canceled) 

15. (canceled) 



1 6. (original) A process for preparing a compound of Formula IV: 
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r3 o v n(r v )r w 




(IV), 



which comprises: 

(B) 



contacting a compound of Formula V: 




with a Grignard salt of an amine of Formula VI: 



HN(RV)RW (VI) 



to obtain Compound IV; wherein: 



^1 

bond " =^ " in the ring is a single bond or a double bond; 



Rl is -Ci-6 alkyl substituted with R.J, wherein RJ is: 

(A) aryl or aryl fused to a 5- or 6-membered heteroaromatic ring containing from 1 to 
4 heteroatoms independently selected from N, O and S, wherein the aryl or fused 
aryl is: 

(a) optionally substituted with from 1 to 5 substituents each of which is 

independently: 

(1) -C 1-6 alkyl, 

(2) -C i -6 alkyl substituted with -O-C i -6 alkyl, -O-C i -6 haloalkyl, 
-N02, -N(Ra)Rb or -S(0) n R a , 

(3) -C 1-6 haloalkyl, 

(4) -O-C 1-6 alkyl, 



(5) 
(6) 
(7) 



halogen, 

C(=0)N(Ra)Rb or 
-S02R a , and 
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(b) optionally substituted with 1 or 2 substituents each of which is 
independently: 

(1) phenyl, 

(2) benzyl, or 

(3) -HetB; 

wherein each HetB is a 5- or 6-membered heteroaromatic 
ring containing from 1 to 4 heteroatoms independently selected 
from N, O and S, wherein the heteroaromatic ring is optionally 
substituted with from 1 to 4 substituents each of which is 
independently halogen, -Ci_6 alkyl, -C]-6 haloalkyl, -O-Ci-6 
alkyl, or -O-Ci-6 haloalkyl; or 

(B) a 5- or 6-membered heteroaromatic ring containing from 1 to 4 heteroatoms 
independently selected from N, O and S; wherein the heteroaromatic ring is 

(i) optionally substituted with from 1 to 4 substituents each of which 
is independently halogen, -Ci_6 alkyl, -Ci-6 haloalkyl, -O-Ci-6 
alkyl, or -O-Ci-6 haloalkyl, and 

(ii) optionally substituted with 1 or 2 substituents each of which is 
independently aryl or -Ci-6 alkyl substituted with aryl; 

R2 and R3 are each independently -H or -Ci-6 alkyl; 
R5 is: 

(1) -Ci-6 alkyl, 

(2) -C3-8 cycloalkyl optionally substituted with from 1 to 4 substituents each of 
which is independently -Ci-6 alkyl or -0-C]-6 alkyl, 

(3) -Ci-6 alkyl substituted with C^-S cycloalkyl, wherein the cycloalkyl is optionally 
substituted with from 1 to 4 substituents each of which is independently -Ci-6 
alkyl or -O-Ci-6 alkyl, 

(4) -Ci-6 alkyl substituted with aryl, wherein the aryl is optionally substituted with 
from 1 to 5 substituents each of which is independently -Ci-6 alkyl, -Ci_6 
alkylene-O-Ci-6 alkyl, or halogen, or 

(5) -Ci-6 alkyl substituted with a 5- or 6-membered heteroaromatic ring containing 

from 1 to 4 heteroatoms independently selected from N, O and S, wherein the 

heteroaromatic ring is optionally substituted with from 1 to 4 substituents each of 
which is independently -C]-6 alkyl; 
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RT is -Ci-6 alkyl; 

RV and RW are each independently -Ci-6 alkyl or R v and RW together with the N atom to 

which they are both attached form a 4- to 6-membered saturated heterocyclic ring optionally 

containing a heteroatom in addition to the nitrogen attached to RV and RW selected from N, O, 
and S, where the S is optionally oxidized to S(O) or S(0)2, and wherein the saturated 

heterocyclic ring is optionally substituted with 1 or 2 substituents each of which is independently 
aCi-6 alkyl group; 

each aryl is independently phenyl, naphthyl, or indenyl; 
each Ra is independently H or Ci-6 alkyl; and 

each Rb is independently H or Ci-6 alkyl. 

1 7. (original) The process according to claim 1 6 3 wherein the process 
further comprises: 

(A) treating a compound of Formula IX: 




O O (IX) 

with (i) a tertiary amine base in the presence of a lithium salt or (ii) an alkoxide base, to obtain a 

c d 

compound of Formula V; wherein one of bonds "z^:" and is a single bond and the other is 
a double bond; and RT* is C]-6 alkyl. 

18. (original) A process for preparing a compound of Formula IV: 

.O^.N(R v )R w 




which comprises treating a compound of Formula X: 
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OR r 



O 



O 



(X) 



with (i) a tertiary amine base in the presence of a lithium salt or (ii) an alkoxide base, to obtain a 
compound of Formula IV, wherein: 



bond " " in the ring is a single bond or a double bond; 



Rl is -C 1-6 alkyl substituted with RJ, wherein RJ is: 

(A) aryl or aryl fused to a 5- or 6-membered heteroaromatic ring containing from 1 to 
4 heteroatoms independently selected from N, O and S, wherein the aryl or fused 
aryl is: 

(a) optionally substituted with from 1 to 5 substituents each of which is 
independently: 

(1) -Ci-6 alkyl, 

(2) -C i -6 alkyl substituted with -O-C i -6 alkyl, -O-C i -6 haloalkyl, 
-NO2, -N(Ra)Rb or -S(0) n R a , 

(3) -C 1-6 haloalkyl, 

(4) -O-Ci-6 alkyl, 

(5) halogen, 

(6) C(=0)N(Ra)Rb 0 r 

(7) -S02R a , and 

(b) optionally substituted with 1 or 2 substituents each of which is 
independently: 

(1) phenyl, 

(2) benzyl, or 

(3) -HetB; 

wherein each HetB is a 5- or 6-membered heteroaromatic 
ring containing from 1 to 4 heteroatoms independently selected 
from N, O and S, wherein the heteroaromatic ring is optionally 

substituted with from 1 to 4 substituents each of which is 
independently halogen, -Ci-6 alkyl, -Ci-6 haloalkyl, -O-Ci-6 
alkyl, or -O-C 1-6 haloalkyl; or 
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(B) a 5- or 6-membered heteroaromatic ring containing from 1 to 4 heteroatoms 
independently selected from N, O and S; wherein the heteroaromatic ring is 

(i) optionally substituted with from 1 to 4 substituents each of which 
is independently halogen, -Ci-6 alkyl, -Ci-6 haloalkyl, -O-Ci-6 
alkyl, or -O-Ci-6 haloalkyl, and 

(ii) optionally substituted with 1 or 2 substituents each of which is 
independently aryl or -Ci_6 alkyl substituted with aryl; 

R2 and R3 are each independently -H or -Ci-6 alkyl; 
R5 is: 

(1) -Ci-6 alkyl, 

(2) -C3-8 cycloalkyl optionally substituted with from 1 to 4 substituents each of 
which is independently -Cl-6 alkyl or -O-Ci-6 alkyl, 

(3) -Ci-6 alkyl substituted with C3-8 cycloalkyl, wherein the cycloalkyl is optionally 
substituted with from 1 to 4 substituents each of which is independently -Cl-6 
alkyl or -O-Ci-6 alkyl, 

(4) -Ci-6 alkyl substituted with aryl, wherein the aryl is optionally substituted with 
from 1 to 5 substituents each of which is independently -Ci-6 alkyl, -Ci-6 
alkyl ene-O-C i_6 alkyl, or halogen, or 

(5) -Ci-6 alkyl substituted with a 5- or 6-membered heteroaromatic ring containing 

from 1 to 4 heteroatoms independently selected from N, O and S, wherein the 

heteroaromatic ring is optionally substituted with from 1 to 4 substituents each of 
which is independently -Ci-6 alkyl; 

RV and RW are each independently -Ci-6 alkyl or RV and RW together with the N atom to 

which they are both attached form a 4- to 6-membered saturated heterocyclic ring optionally 

containing a heteroatom in addition to the nitrogen attached to RV and RW selected from N, O, 
and S, where the S is optionally oxidized to S(O) or S(0)2, and wherein the saturated 

heterocyclic ring is optionally substituted with 1 or 2 substituents each of which is independently 
a Ci-6 alkyl group; 

each aryl is independently phenyl, naphthyl, or indenyl; 



each R a is independently H or Q-6 alkyl; 
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each Rb is independently H or C]-6 alkyl; 



c a 

one of bonds "z^" and is a single bond and the other is a double bond; and 



RT* isCi-6 alkyl 



19. (original) 



A process for preparing a compound of Formula VII: 




(VII) 



which comprises reacting an alkylating agent of formula R5-Z with a compound of Formula VIII: 



in a polar aprotic solvent and in the presence of a base selected from a magnesium base and a 
calcium base; wherein: 

bond " " in the ring is a single bond or a double bond; 
W is -H or -Ci_6 alkyl; 

Z is halogen or -SO3-Q wherein Q is (i) Ci_6 alkyl or (ii) phenyl optionally substituted with 1 or 
2 substituents each of which is independently a Ci-6 alkyl; 

RS is -O-Ci-6 alkyl or N(RV)RW wherein RV and RW are each independently -Cl-6 alkyl or 

RV and RW together with the N atom to which they are both attached form a 4- to 6-membered 

saturated heterocyclic ring optionally containing a heteroatom in addition to the nitrogen attached 
to RV and R w selected from N 3 O, and S, where the S is optionally oxidized to S(O) or S(0)2, 




O 



W (VIII) 
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and wherein the saturated heterocyclic ring is optionally substituted with 1 or 2 substituents each 
of which is independently a C]-6 alkyl group; 

Rl is -Ci-6 alkyl substituted with RJ, wherein RJ is: 

(A) aryl or aryl fused to a 5- or 6-membered heteroaromatic ring containing from 1 to 
4 heteroatoms independently selected from N, O and S, wherein the aryl or fused 
aryl is: 

(a) optionally substituted with from 1 to 5 substituents each of which is 
independently: 

( 1 ) -C i -6 alkyl optionally substituted with -OH, -O-C i -6 alkyl, -O-C i _ 
6 haloalkyl, -CN, -N02, -N(Ra)Rb -C(=0)N(Ra)Rb -C(=0)Ra 
-C02R a > -S(0) n R a , -S02N(Ra)Rb -N(Ra)C(=0)Rb, 
-N(Ra)C02R b , -N(Ra)S02Rb -N(Ra)S02N(Ra)Rb 
-OC(=0)N(Ra)Rb or -N(Ra)C(=Q)N(Ra)Rb 



2) 


-O-C 1-6 alkyl, 


3) 


-C i .6 haloalkyl, 


4) 


-O-C 1-6 haloalkyl, 


5) 


-OH, 


6) 


halogen, 


7) 


-CN, 


8) 


-N0 2 , 


9) 


-N(Ra)Rb 


10) 


-C(=0)N(Ra)Rb, 


11) 


-C(=0)Ra 


12) 


-C0 2 Ra, 


13) 


-SRa, 


14) 


-S(=0)Ra, 


15) 


-S02R a , 


16) 


-S02N(Ra)Rb, 


17) 


-N(Ra)S02R b , 


18) 


-N(Ra)S02N(Ra)Rb ; 


19) 


-N(Ra)C(=0)Rb, 


20) 


-N(Ra)C(=0)-C(=0)N(Ra)Rb, 


21) 


-N(Ra)C02Rb, and 



(b) optionally substituted with 1 or 2 substituents each of which is 
independently: 
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phenyl, 
benzyl, 
-HetA, 

-C(=0)-HetA, or 
-HetB; 

wherein each HetA is independently a C4-7 azacycloalkyl 
or a C3-6 diazacycloalkyl, either of which is optionally substituted 

with from 1 to 4 substituents each of which is independently oxo or 
Ci_6 alkyl; and 

wherein each HetB is a 5- or 6-membered heteroaromatic 
ring containing from 1 to 4 heteroatoms independently selected 
from N, O and S, wherein the heteroaromatic ring is optionally 

substituted with from 1 to 4 substituents each of which is 
independently halogen, -Ci-6 alkyl, -Cl-6 haloalkyl, -O-Ci-6 
alkyl, -O-Ci-6 haloalkyl, or hydroxy; or 

(B) a 5- or 6-membered heteroaromatic ring containing from 1 to 4 heteroatoms 
independently selected from N, O and S; wherein the heteroaromatic ring is 

(i) optionally substituted with from 1 to 4 substituents each of which 
is independently halogen, -Ci-6 alkyl, -C]-6 haloalkyl, -O-Ci-6 
alkyl, -O-Ci-6 haloalkyl, or hydroxy, and 

(ii) optionally substituted with 1 or 2 substituents each of which is 
independently aryl or -Ci-6 alkyl substituted with aryl; 

R2 and R3 are each independently -H or -Ci-6 alkyl; 
R5 is: 

(1) -Ci-6 alkyl, 

(2) -C3-8 cycloalkyl optionally substituted with from 1 to 4 substituents each of 
which is independently -Ci-6 alkyl or -O-Ci-6 alkyl, 

(3) -Ci-6 alkyl substituted with C3-8 cycloalkyl, wherein the cycloalkyl is optionally 
substituted with from 1 to 4 substituents each of which is independently -Ci_6 
alkyl or -O-Ci-6 alkyl, 

(4) -Ci-6 alkyl substituted with aryl, wherein the aryl is optionally substituted with 
from 1 to 5 substituents each of which is independently -C]-6 alkyl, -Ci-6 
alkyl ene-O-C 1-6 alkyl, or halogen, or 
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(2) 
(3) 
(4) 
(5) 
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(5) -Ci-6 alkyl substituted with a 5- or 6-membered heteroaromatic ring containing 
from 1 to 4 heteroatoms independently selected from N, O and S, wherein the 

heteroaromatic ring is optionally substituted with from 1 to 4 substituents each of 
which is independently -Ci-6 alkyl; 

each aryl is independently phenyl, naphthyl, or indenyl; 
each R a is independently H or Ci-6 alkyl; 
each Rb is independently H or Ci-6 alkyl; and 

each n is independently an integer equal to zero, 1, or 2. 

20. (currently amended) A compound of Formula I, or a 

pharmaceutically acceptable salt thereof: 




wherein: 



bond 11 " in the ring is a single bond or a double bond; 



Rl is -€4-6 alkyl, R^ e? -Ci_6 alkyl substituted with RJ, wherein RJ is: 

(A) (i) aryl or (ii) aryl fused to a 5- or 6-membered heteroaromatic ring containing 
from 1 to 4 heteroatoms independently selected from N, O and or (iii) aryl 
substituted on two adjac e nt ring carbons with alkyl e n e dioxy, wherein the aryl or 
fused aryl is; or alkyl e n e dioxy aryl is: 

(a) optionally substituted with from 1 to 5 substituents each of which is 
independently: 

(1) -Ci-6 alkyl optionally substituted with -OH, -O-Ci-6 alkyl, -0-Ci_ 
6 haloalkyl, -CN, -NO2, -N(R a )Rb -C(=0)N(R a )Rb -C(=0)Ra, 
-C02R a , -S(0) n R a , -S02N(R a )Rb -N(Ra)C(=0)Rb 
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(b) 



-N(Ra)C02R b , -N(Ra)S02Rb, -N(R a )S02N(R a )Rb 5 
-OC(=0)N(Ra)Rb, or -N(Ra)C(=0)N(Ra)Rb 

2) -0-Ci-6alkyl, 

3) -Ci -6 haloalkyl, 

4) -0-Ci-6haloalkyl, 

5) -OH, 

6) halogen, 

7) -CN, 

8) -N02, 

9) -N(Ra)Rb, 

10) -C(=0)N(Ra)Rb, 

11) -C(=0)Ra 

12) -C02R a , 

13) -SRa, 

14) -S(=0)Ra, 

1 5) -S02Ra, 

16) -S02N(Ra)Rb 

17) -N(Ra)S02Rb, 

18) -N(Ra)S02N(Ra)Rb 

19) -N(Ra)C(=0)Rb, 

20) -N(Ra)C(-0)-C(=0)N(Ra)Rb, or 

21) -N(Ra)C02Rb, and er 

22) >i(Ra)C(-0)N(Ra)Rb r a H d 



optionally substituted with 1 or 2 substituents each of which is 
independently: 

(1 ) phenyl, €g_ g cycloalkyl which is optionally substitut e d with from 1 
to 4 substitu e nts e ach of which is indep e nd e ntly halog e n, CN, Cj-6 
alkyl, OH, O Cj_§ alkyl, C±-$ haloalkyl, O C4 - 6 haloalkyl, C4 -6 
alkyl e n e CN, C4 - 6 alkyl e n e OH, or C4 -6 alkyl e n e O Q -fr-alkylr 

(2) benzyl, aryl or C4 - 6 alkyl substitut e d with aryl, wh e r e in in e ith e r 

cas e th e aryl is optionally substitut e d with from 1 to 5 substituents 
e ach of which is indep e nd e ntly halog e n, CN, NO^ r^j-^-alky^ 

€4- 6 haloalkyl, OH, O C4 - 6 alkyl, O Cj - £ haloalkyl, N(Ra)Rb - 
C(0)N(Ra )R b, C(0)Rft, C(0)ORa, SRa, S(0)R*, 5(0)2 ^ 
S(G)^N(Ra)Rb-s^ 3 N (Rft)C(0)Rb r € 4 _ 6 alkylono CN, Q -6 
alkyl e n e NO^ rC ^ alkylen e OH, C4-4 alkyl e n e O C±-£ alkyl, 
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€4- 6 alkylono O Q - 6 haloalkyl, alkyl e ne >J(Rft)Rfe r €^ 
alkylon o C(0)N(Rft)R* VC±- 6 alkyl e ne C(0)Rft, 
alkylono C(0)ORft, alkylono SR* C±-£ alkylono S(0)R^ 
€4- 6 alkylono 5(0)^ ^64 ^ aUcyl e n e SCO^NCR^R^ re^G^ 
alkylono S(0)£ N(R A)C(0)Rk 

(3) -HetA, 

(4) -C(=0)-HetA, or 

(5) -HetB; 

wherein each HetA is independently a C4-J azacycloalkyl 
or a C3-6 diazacycloalkyl, either of which is optionally substituted 

with from 1 to 4 substituents each of which is independently oxo or 
C ]-6 alkyl; and halog e n, CN, C4 - 6 alkyl, OH, oxo, O C4 - 6 alkyl, 

€4^ haloalkyl, 5(0)^ ^61 ^ alkyl e n e CN, alkylono OH, 

ef-Cj ^ alkyl e n e O Cj - 6 alkyl; and 

wherein each HetB is independently a 5- or 6-membered 

heteroaromatic ring containing from 1 to 4 heteroatoms 

independently selected from N, O and S, wherein the 

heteroaromatic ring is optionally substituted with from 1 to 4 
substituents each of which is independently halogen, C i-6 alkyl 

C i-6 haloalkyl 0-Ci_6 alkyl O-Ci-6 haloalkyl, or hydroxy; 

NQ^rC-i- S alkyl, Cj - $ haloalkyl, OH, O C±-6 alkyl, or O Cj -6 

haloalkyl, N(R*)Rb C(0)N(Rft)Rb, C(0)Rft, C(0)ORft, SR^ 
S(0)R* S(0)a RV^2N(R^RferS(0) 2N(Rft)C(0)R^ ^ 
alkyl e n e CN, C±~& alkyl e n e NOg ^j- 6 alkyl e n e OH, Ct-£ 
alkyl e n e O Cj-6 alkyl, Q -6 alkyl e n e O C4 - 6 haloalkyl, 
alkyl e n e N(R^)Rb r Gj ^ alkyl o n o C(0)N(R^)Rb r G4-^ 
alkylono C(0)Rft, alkyl e no C(0)ORft, C±-& allcylon e SR^ 
€j_ 6 alkylene S(0)R*, C±-$ alkylono 8(0)^ ^4-6 
alkyl e ne S(0)aN(Rft)Rb r e^Gj_ ^ alkyl e n e S(0)£N(Rft)C(0)Rk f or 

(B) a 5- or 6-membered heteroaromatic ring containing from 1 to 4 heteroatoms 
independently selected from N, O and S, wherein the heteroaromatic ring is: 

(i) optionally substituted with from 1 to 4 substituents each of which 
is independently halogen, -Ci-6 alkyl -Q-6 haloalkyl -0-C]-6 
alkyl -O-Ci-6 haloalkyl or hydroxy; and 

fii) optionally substituted with 1 or 2 substituents each of which is 
independently aryl or -C i-6 alkyl substituted with aryl; 
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(a) optionally substitut e d with from 1 to 1 substitu e nts e ach of which is 

indep e ndently: 

(4) G+-£ alkyl optionally aubotitutod with OH, O C4 - 6 alkyl, O Cj - 

6 haloalkyl, CN, NO a r -N{Ra)R b C(~0)N(Ra )R b, C(-0)Ra, 

-€Q aR ft , S(0)ttRa S02 N(R a )R ^, N(Ra)C(-0)Rk T 
-j4(Ra)GQaRb, N(Rft)S03 R- fe N(Ra)S03 N(Ra)R-k 

OC(-0)N(Rft)R^, or N(Rft)C(~0)N(Rft)Rk 
(3) Q-G±_$-i&yh 

(3) €4- 4 halo alkyl, 

(4) Q-€j_ 6 haloalkyl, 

(5) ©H^ 

(6) halog e n, 

(?) GN, 

(8) N©2, 

(9) N(Ra)Rb - 

(W) C(~0)N(R^ Rb- 

(44) C(-0)R ^ 

(43) G©2R^ 

(43) SRa. 

(44) S(~0)R a ? 

(15) SG^R-^ 

(46) SQ gN(Rft)Rb T 

(47) N(R*)SO £Rk 

(4g) N(R^)SOaN(Rft)Rb T 

(49) N(R^)C(-0)R^ 

(30) N(Rft)C(-0) C(-0)N(Ra )Rfe T 

(34) N(Ra)C03 Rk-ef 

(33) N(Rft)C(-0)N(R^)Rb T -and 

(b) optionally substitut e d with 1 or 2 substitu e nts e ach of which is 

ind e p e ndently: 

(4) Gg-g cycloalkyl which is optionally substitut e d with from 1 to 4 

substitu e nts e ach of which is ind e p e nd e ntly halog e n, CN, C4 -6 
alkyl, OH, O alkyl, Cj _ § haloalkyl, O C4 - 6 haloalkyl, C4 -6 
alkyl e n e CN, alkyl e n e OH, or C4-6 alkyl e n e O C4 - 6 alkyl, 

(3) aryl or C4-4 alkyl substituted with aryl, wh e r e in in e ith e r cas e th e 

aryl is optionally substitut e d with from 1 to 5 substitu e nts e ach of 
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which is ind e pend e ntly halog e n, CN, NO£ r&}- 6 alkyl, 
haloalkyl, OH, O C4 - 6 alkyl, O C±s haloalkyl, N(R*)Rb - 
C(0)N(Ra )R b C(0)Rft C(0)ORft SR*, S(0)R* 5(0)^ 
S(0) 2N(Rft)R^ r S(^ aN(Rft)C(0)Rfe r G ^ alkyl e no CN, C±4 
alkyl e n e NO^r^^ alkyl e n e OH, alkyl e n e O alkyl, 
€j- £ alkyleno O C±-$ haloalkyl, alkylene N(Rft)Rb rGj-^ 
alkylono C(0)N(Rft)R^ 4^ 6 alkylono C(0)R*, 
alkyl e n e C(0)ORft alkylen e SR*, C4 - 6 alkylene S(0)R^ 
€4- 6 alkylono 5(0)2 ^^4- 6 alkylono S(0)£N(Rft)R^ er-€j-^ 
alkylono S(0)a N(R A)C(0)Rb - 

(3) HetA, 

(4) C(-O) HotA, or 

(§) HetB* 

wh e r e in H e tA and H e tB ar e e ach ind e p e ndently as d e fin e d 

abov e ; 

R2 and R3 are each independently -H or -C 1 -6 alkyl; 



R ^is Hor C- ^-afeyH 

indep e nd e ntly has th e sam e d e finition as R4, with th e proviso that at l e ast on e of R^ -and-R4 
is H or C-j-6 alkyl; 

or, as an alt e rnativ e , when bond " " is a doubl e bond, R^ and R^ tog e th e r with th e carbon 

atoms to which each is attach e d form: 

(i) a b e nz e n e ring which is optionally substitut e d with a total of from 1 to < \ 

substitu e nts wh e r e in (a) from zero to 4 substitu e nts ar e e ach ind e p e nd e ntly on e of 
substituonts (1) to (22) as defin e d in part (A)(a) of th e d e finition of R^ and (b) 
from zoro to 2 substitu e nts are e ach ind e p e ndently one of th e substitu e nts (1) to 
(5) as defined in part (A)(b) of tho definition of R^ ef 

(**) a 5 or 6 m e mb e r e d h e t e roaromatic ring containing from 1 to 1 h e t e roatoms 

ind e p e nd e ntly s e l e ct e d from N, O and S, whorein th e h e t e roaromatic ring is 
optionally substituted with a total of from 1 to 3 substitu e nts wh e r e in (a) from 
z e ro to 3 substitu e nts ar e e ach ind e p e nd e ntly one of substitu e nts (1) to (22) as 
d e fin e d in part (B)(a) of the d e finition of R^ and (b) from z e ro to 2 substitu e nts 
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are e ach ind e p e nd e ntly on e of th e substitu e nts (1) to (5) as d e fin e d in part (B)(b) 
of th e d e finition of R^ f 



R4is: 

(1) -H, 

(2) -Ci-6alkyl, 

(3) -Ci-6haloalkyl, 

(4) -Ci-6 alkyl substituted with -OH, -O-Ci-6 alkyl, -O-Ci-6 haloalkyl, -CN, 
-N(Ra)Rb, -C(=0)N(Ra)Rb -C(=0)Ra, -C02R a , -C(=0)-N(Ra)-Ci_6 

alkylene-ORb with the proviso that the -N(Ra)- moiety and the -ORb moiety are 
not both attached to the same carbon of the -Ci-6 alkyl ene- moiety, -S(0) n R a , 
-S02N(Ra)Rb -N(Ra)C(=0)-Rb, -N(Ra)C02R b , -N(Ra)S02Rb, 
-N(Ra)S02N(Ra)Rb, -N(Ra)C(=0)N(Ra)Rb or -OC(=0)N(Ra)Rb 

5) -C(=0)Ra 

6) -C0 2 Ra, 

7) -C(=0)N(Ra)Rb, 

8) -C(=0)-N(Ra)-C i -6 alkylene-ORb with the proviso that the -N(Ra)- moiety and 
the -ORb moiety are not both attached to the same carbon of the -Ci -6 alkylene- 

moiety, 

9) -N(Ra)-C(=0)-Rb, 

10) -N(Ra)-C(=0)-C(=0)N(Ra)Rb 

11) -N(Ra)S02Rb, 

12) -N(Ra)S02N(R a )Rb 

1 3) -N(Ra)C(=0)N(Ra)Rb, 

14) -OC(=0)N(Ra)Rb 

15) -RK 

16) -C(=0)-RK 

1 7) -C(=0)N(Ra)-RK 

1 8) -C(=0)N(Ra)-C i _6 alkylene-RK, 

19) -C i _6 alkyl substituted with -RK 

20) -C i -6 alkyl substituted with -C(=0)-RK 

21) -C 1 -6 alkyl substituted with -C(=0)N(Ra)-RK or 

22) -C i -6 alkyl substituted with -C(=0)N(Ra)-C i -6 alkylene-RK L r 
24) C(-0)N(R^)Re ? 



4) GH; 



2^) — halog e n, 
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(26) N ( Rft)R* V» 

$2) N(Rft)COa Rfef 

wherein RK is 

(i) C3-8 cycloalkyl which is optionally substituted with from 1 to 4 
substituents each of which is independently halogen, -OH, -C]-6 alkyl, 
-Cu haloalkyl, -O-C i-6 alkyl. or -O-Ci-6 haloalkyl, CN, C^-eMefe 
OH, O alkyl, C±-£ haloalkyl, O Cj - 6 haloalkyl, C4-6 alkyl e ne CN, 
€4-6 alkyl e n e OH, or Cj-£ alkylono O Q - 6 alkyl, 

(ii) aryl, which is optionally substituted with from 1 to 5 substituents each of 
which is independently -Ci-6 alkyl, -Cl-6 alkylene-OH, -Cj-6 

alkylene-O-Ci-6 alkyl, -Ci-6 alkylene-O-Ci-6 haloalkyl, -Ci-6 
alkylene-N(Ra)Rb -Ci-6 alkylene-C(=0)N(Ra)Rb -Ci-6 

alkylene-C(=0)Ra -Ci_6 alkylene-C02R a , -Ci-6 alkylene-S(0) n R a , 
-O-Ci-6 alkyl, -Ci-6 haloalkyl, -O-Ci-6 haloalkyl, -OH, halogen, 
-N(Ra)Rb -C(=0)N(Ra)Rb -C(=0)Ra, -C02Ra, -S(0) n R a , or 
-S02N(Ra)Rb 

(iii) HetK, which is a 4- to 7-membered saturated heterocyclic ring containing 
at least one carbon atom and from 1 to 4 heteroatoms independently 
selected from N, O and S, wherein the heterocyclic ring is: 

(a) optionally substituted with from 1 to 6 substituents each of which 
is independently halogen, -Ci-6 alkyl, -Ci-6 haloalkyl, -O-Ci-6 
alkyl, -O-Ci-6 haloalkyl, or oxo; oxo, C(~0)N(R^)R^ 

C(-0)C(-0)N(Ra )R b C(-0)R*, COg R *, 8(0)^ ^6* 
-SOaN(R ft )R^t and 

(b) optionally substituted with aryl or HetC; with: 

(1) G^-g cycloalkyl which is optionally substitut e d with from 1 

to 1 substitu e nts e ach of which is ind e pend e ntly halog e n, 
€Nr€j- 6 alkyl, OH, O alkyl, Q - 6 haloalkyl, O C4 -6 

haloalkyl, alkyl e n e CN, alkyl e n e OH, or C-j-£ 

alkyl e n e O C4-4 alkyl, 

(2) aryl which is optionally substitut e d with from 1 to 5 

substitu e nts e ach of which is independ e ntly halog e n, CN, 
NQ£rG4_ ^ alkyl, Q - 6 haloalkyl, OH, O C4 - 6 alkyl, O C 4- 
6 haloalkyl, N(Ra)R* » , C(0)N(R^)Rb C(0)Rft C(0)OR^ 
SR » S(0)Rft S(0)a R ft ? S(0) aN(R ft )R^ 
S( ^N(Rft)C(0)R^ -€4-6 alkyl e ne CN, C±-£ 
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allcylono NOg rGj- S alkylen e OH, C4 - 6 alkylono O C4 -6 

allcyl, C4 - 6 allcylen e O C4-6 haloalkyl, Cj -6 

allcyl e n e N(Ra)R* VG4- 6 alkylono C(0)N(Rft)R^ -€4-§ 

allcyl e n e C(0)R*, C4-6 allcyl e ne C(0)ORft, C4 -6 

allcylono SR* C4-6 allcylono S(0)Ra C± -% 

allcyl e n e S(0)g i&v€±- 6 allcylono S(0)2N(Ra)Rk -er-G4-6 

allcyl e n e S(0)a N(R A)C(0)Rfe r ef 

HetGr 

wherein HetC is a 5- or 6-membered heteroaromatic ring 

containing from 1 to 4 heteroatoms independently selected from N, 

O and S, wherein the heteroaromatic ring is optionally fused with a 

benzene ring, and the optionally fused heteroaromatic ring is 

optionally substituted with from 1 to 4 substituents each of which 
is independentl y -Ci-6 alkyl, -Ci-6 haloalkyl, -Q-C]-6 alkyl, 

-O-Ci-6 haloalkyl, or hydroxy; or halog e n, CN, N02r€-4-6 alkyl, 
€j- § haloalkyl, OH, O C4 - 6 alkyl, O C4 - 6 haloalkyl, N(Rft)Rb - 
C(0)N(Ra )R- b C(0)R« C(0)ORft SRa S(0)R*, S(0)a R^ 
S(Q)aN(Ra)Rb r S(0) 2N(Rft)C(0)Rfe r €4- 6 allcyl e n e CN, Cj -6 
alkyl e n e NOa r^j- ^ alkyl e n e OH, C4 - 6 allcyl e n e O C4 - 6 allcyl, 
€4-6 allcylono O C4 - 6 haloalkyl, C4 - 6 allcylono N(Rft)Rk r€4-6 
alkyl o n o C(0)N(Rft)Rfe r6i_ 6 alkyl e ne C(0)Rft, C4-6 
alkylono C(0)ORft C4 - 6 alkyl e n e SR* C4 - 6 alkyl e ne S(0)R% 
€4- 6 alkyl e n e 8(0)^ ^4-6 alkylono S(0)aN(Ra^*Vef-G4-§ 
allcylono S(0)aN(Rft)C(0)Rb rer 

(iv) -HetL, which is a 5- or 6-membered heteroaromatic ring containing from 1 

to 4 heteroatoms independently selected from N, O and S, wherein the 

heteroaromatic ring is optionally substituted with from 1 to 4 substituents 
each of which is independently halogen, -C1 -6 alkyl, -C 1 -f> haloalkyl, 

-O-Ci-6 alkyl. -O-Ci-6 haloalkyl, or hydroxy: CN, NO &-€j- 6 alkyl, C 4-6 
haloalkyl, OH, O C4 - 6 alkyl, O C_|_§ haloalkyl, N(R ft )Rb C(0)N(R^)Rb T 
C(0)R* C(0)ORa SRa, S(0)Rft, S(0)a R- ft S(0)aN(Rft)Rk 
S{0) aN(Rft)C(0)Rb r G4_ ^ alkyl e n e CN, C4 -6 allcyl e n e NO ^-Gt^ 
alkyl e n e OH, C4 - 6 allcyl e n e Q-€4_§ alkyl, C j- 6 allcyl e n e O C4-6 
haloalkyl, C4 - 6 allcylono >J(Ra )Rb_G 4 _ 6 alkylono C(0)N(Ra )Rb r G4-6 
alkylon e C(0)Ra, C4-6 allcylono C(0)ORa, C4 - 6 alkylono SR* C4-6 
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allcylono S(0)Ra C4 - 6 alkylono 5(0)^ ^64- 6 allcylone S(0)a N(Ra)Rb. 
e^€4- § allcyl e no S(0)2>?(Rft)C(0)Rb f 

R5 is: 

(1) -H, 

(2) -Ci -6 alkyl, 

(3) -C3-8 cycloalkyl optionally substituted with from 1 to 4 substituents each of 
which is independently halogen, -OH. -Q-6 alkyl, -Ci-6 haloalkvl, -O-Ci-6 
alkvl. or -O-C ufi haloalkvl.- €N^€j- 6 alkvl. OH. O C±^-aHwL-G±-& haloallcyl. 
O-G4- 6 haloallcyl, C4 - 6 alkylono CN, C4 - 6 alkylono OH, or C4 - 6 allcyl e n e O C4 - 

(4) -Ci-6 alkyl substituted with C3-8 cycloalkyl, wherein the cycloalkyl is optionally 

substituted with from 1 to 4 substituents each of which is independently halogen, 
-OH, -C ut alkvl -C u6 haloalkvl -O-C ufi alkvl or -O-C u* haloalkvl GN^G^ 

alkyl, OH, O alkyl, C4 - 6 haloallcyl, O Cj - ^ haloallcyl, C±-$ alkylono CN, 

€4-6 allcyl e n e OH, or Cj - £ allcylen e O alkyl, 

(5) -Ci-6 alkyl substituted with aryl, wherein the aryl is optionally substituted with 
from 1 to 5 substituents each of which is independently -C1 -6 alkvl -C1 -f> 
alkylene-OH, -C r_6 alkylene-O-Ci-6 alkvl -C]_6 alkylene-O-Ci-6 haloalkvl 
■Cu alkvlene-N^Rb -C u6 alkylene-C(=Q)N(Ra)Rb -Q .e 
alkvlene-C(=Q)Ra, -C u alkvlene-CO?Ra -C i-6 alkylene-S(Q)nRa -O-C u* 
alkvl -Ci-6 haloalkvl -O-C i-6 haloalkvl -OH, halogen, -N(Ra)Rb 
-C(=Q)N(Ra)Rb -Cf=Oma -CO^R^ -S(OWta, or -SO?N(Ra)Rb or halogen 
CN, alkyl, haloallcyl, OH, O G j- 6 alkyl, O C j- ^ haloallcyl, 
N(R * )R k C(0)N(Ra )R b C(0)R* C(0)OR* SR* S(0)R* 5(0)^ 

S(Q)2N(Ra)Rb-S(O) 3 N(Rft)C(0)Rfe ^G ^ allcylene CN, C4 -6 allcylono NO^ rC^. 
6 allcyl e n e OH, allcyl e n e O C± - 6 alkyl, Cj-6 alkylene O C4 - 6 haloallcyl, 
G±-$ allcyleno N(Ra )R*VGi- 6 allcyl e ne C(0)N(Ra )RiVG4- 4 allcylono C(0)Ra ? 
€4 ^ allcylen o C(0)OR^, allcyl e ne SR* Q - 6 allcylono S(0)R* C±-£ 
allcylono S(0)2 Ra^G4 ^ allcylono S(0) a N(Rft)R k-ep€4^6 
allcylen e S(0) gN(R A)C(0)Rb T 

(6) -Q-6 alkyl substituted with HetD, wherein HetD is: 

(i) a 4- to 7-membered saturated heterocyclic ring containing at least 
one carbon atom and from 1 to 4 heteroatoms independently 
selected from N, O and S, wherein the heterocyclic ring is 
optionally substituted with from 1 to 5 substituents each of which 
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is independently halogen, -Ci-6 alkyl, -Ci-6 haloalkyl, -O-Ci-6 
alkyl, -O-Ci-6 haloalkyl, or oxo: oxo, C(~0)M(Rft)Rh T 
C(-0)C(-0)N(Ra )R h C(-0)Ra COg R * 5(0)^ ^ 
-SO aN(R ft ) RH or 
(ii) a 5- or 6-membered heteroaromatic ring containing from 1 to 4 

heteroatoms independently selected from N, O and S, wherein the 

heteroaromatic ring is optionally substituted with from 1 to 4 
substituents each of which is independently -Ci-6 alkyl, -Ci-6 

haloalkyl, -O-Ci-6 alkyl, -O-Ci-6 haloalkyl, or hydroxy^ i. 

f?) aryl, which is optionally substitut e d with from 1 to 5 substitu e nts e ach of which is 

ind e p e nd e ntly C4 - 6 alkyl, C4 - 6 alkyl e n e OH, C4 - 6 alkyl e n e O C4-4 alkyl, 

-€4-6 alkylono O C4 - 6 haloalkyl, C4 - 6 alkylono N(Ra)Rt V-€4_6 

alkylono CC-OjNCR^Rh ^-G ^ allcylono C(-0)Ra, C4-6 allcylono COg R-a? 

-G4-6 alkyl e n e S(0) H R ^, O C4 - 6 alkyl, C4 - 6 haloallcyl, O C4 - 6 haloalkyl, 

OH, halogen, CN, NOa, N(R**)Rh N(Ra)C(-0)Rh N(Rft)C(~0) C4 -6 
haloallcyl, N(Rft)C(-0)N(Ra )R- h N(Rft)COa R- h, N(Ra)S(0)tt R-k 

C(~0)N(Rd )R ^, C(~0)Rft, COg R ft, SCO^ R * or SO^NCR^Re , 

(S) a 5 or 6 m e mb e r e d h e t e roaromatic ring containing from 1 to A h e t e roatoms 

ind e p e ndently s e l e ct e d from N, O and S, wh e rein th e h e t e roaromatic ring is 

optionally substitut e d with from 1 to 4 substitu e nts e ach of which is ind e p e nd e ntly 
halog e n, CN, NO^ -Gj- 6 alkyl, C4 - 6 haloalkyl, OH, O Cj - 6 alkyl, O C4 -6 

haloalkyl, N(Rft)Rb, C(0)N(Rft)Rh, C(0)R«, C(0)ORa, SR* S(0)R* 5(0)^ 

S(0)aN<Ra)Rh r S(Q) aN(R ft )C(0)R^ re4- 6 alkyl e n e CN, Cj - 6 alkyl e n e N0£ -G4- 
6 alkyl e n e OH, C4 - 6 alkyl e n e O C4 - 6 alkyl, C4 - 6 alkyl e n e O C4 - 6 haloalkyl, 
€4- 6 alkylon o N(Ra)Rh rGj- 6 alkyl o no C(0)N(Rft)Rh r€4- 6 alkyl e n e C(0)R^ 

alkylono C(0)0Rft, Cj _ 6 allcyl o no SRa, C\-% alkyl e n e S(0)Ra, C4 -6 
allcylono S(0)2 f&rGi- 6 alkyl e n e S(0)£N(R ft )R* Ve?G4-6 
alkylen e S(0)2N(R*)C(0)Rh T 

(9) G4- 6 allcyl substitut e d with O C4 - 4 alkyl, O C4 -6 haloalkyl, CN, N(R ft )R h T 

C(-0)N(RQ )R h ; C(-0)R^, CO^ R * S(0)^ Ra r -SQ2N(R a )RH 
N(R^)C(~0) Rh, N(Rft)CO £R- b, or N(Rft)SOa R fe r 
(43) €4- 6 haloallcyl; 



each aryl is independently phenyl, naphthyl, or indenvl; (i) ph e nyl, (ii) a 9 or 10 m e mb e r e d 
bicyclic, fus e d carbocylic ring syst e m in which at l e ast one ring is aromatic, or (iii) an 1 1 to 1 4 
m e mb e r e d tricyclic, fus e d carbocyclic ring syst e m in which at l e ast on e ring is aromatic; 
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each R a is independently H or Ci-6 alkyl; 
each Rt> is independently H or Ci-6 alkyl; and 

R€4s-&i- 6 haloallcyl or C± - $ alkyl substitut e d with C(-0)N(Rft)R*>, C(-0)Rft COg R^ 
^Q^fta— gQ a N(Ra)R ^ ? N(R*)Rki N(R*)C(-0) R*>, N(Rft)C02 R k or N(R*)S02 Rbf 

e ach Rd and R* ar e ind e p e nd e ntly H or alkyl, or togeth e r with th e N atom to which th e y are 

attach e d form a 1 to 7 m e mb e r e d saturat e d or mono unsaturat e d h e t e rocyclic ring optionally 

containing a h e teroatom in addition to th e nitrog e n attach e d to R^ and R* s e l e ct e d from N, O, 
and S, wherein th e S is optionally oxidiz e d to S(O) or S(0)£, and wh e r e in th e saturat e d or mono 

unsaturat e d h e t e rocyclic ring is optionally substitut e d w^ith from 1 to 1 substitu e nts e ach of which 
is ind e p e nd e ntly halog e n, CN, alkyl, OH, oxo, O Cj-6 alkyl, C±-$ haloalkyl, 

C(-0)R^ COg R *, S(0)^ RV-SO aN(Rft)R^ N(Rft)C(~0) R*», N(R^)COa R b reF 
N(Rft)SOa R*»raad 

each n is independently an integer equal to zero, 1, or 2. 

2 1 . (new) A compound according to claim 20, or a pharmaceutical^ acceptable salt 
thereof, wherein the compound is selected from the group consisting of: 

methyl 6-(4-fluorobenzyl)-4-hydroxy-3, 5-dioxo-2,3,5,6,7,8-hexahydro-2,6- 
naphthyridine- 1 -carboxylate; 

6-(4-fluorobenzyl)-4-hydroxy-A^^-dimethyl-3,5-dioxo-2,3,5,6,7,8-hexahydro-2,6- 
naphthyridine-1 -carboxamide; 

A^-cyclobutyl-6-(4-fluorobenzyl)-4-hydroxy-3,5-dioxo-2,3,5,6,7,8-hexahydro-2,6- 
naphthyridine- 1 -carboxamide; 

A^-cyclopropyl-6-(4-fluorobenzyl)-4-hydroxy-3,5-dioxo-2,3,5,6,7,8-hexahydro- 
2,6-naphthyridine- 1 -carboxamide; 

6-(4-fluorobenzyl)-4-hydroxy-7V-isopropyl-3, 5-dioxo-2,3, 5,6,7, 8-hexahydro-2,6- 
naphthyridine-1 -carboxamide; 

6-(4-fluorobenzyl)-4-hydroxy-N-methyl-3,5-dioxo-2,3,5,6,7,8-hexahydro-2,6- 
naphthyridine- 1 -carboxamide; 

6-(4-fluorobenzyl)-4-hydroxy-3, 5-dioxo-2,3,5,6,7,8-hexahydro-2,6- 
naphthyridine-l-carboxylic acid; 



« 
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* 

N46-(4-fluorobenzyl)-3,4-dihydroxy 
1 -yl]-N-methylmethanesulfonamide; 

N-[6-(4-fluorobenzyl)-4-hy^^ 
naphthyridin- 1 -yl]-N-methylacetamide; 

6-(4-fluorobenzyl)-4-hydroxy-Af, N, 2-trimethyl-3 5 5-dioxo-2,3 3 5 5 6,7,8-hexahydro- 
2,6-naphthyridine-l -carboxamide; 

6-(3-chloro-4-fluorobenzyl)-4-hy^^ 
hexahydro-2,6-naphthyridine-l -carboxamide; and 

6-(4-fluorobenzyl)-4-hydroxy-N,K^ 
naphthyridine- 1 -carboxamide. 



